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Welcome to STN International! Enter x:x 
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Web Page URLs for STN Seminar Schedule - N. America 
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"Ask CAS" for self-help around the clock 
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24 


PCTGEN now available on STN 
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24 


TEMA now available on STN 


NEWS 
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26 


NTIS now allows simultaneous left and right truncation 
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26 


PCTFULL now contains images 
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04 


SDI PACKAGE for monthly delivery of multifile SDI results 
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24 


PATDPAFULL now available on STN 
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Additional information for trade-named substances without 










• structures available in REGISTRY 
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Display formats in DGENE enhanced 
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11 
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14 


MEDLINE Reload 
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Polymer searching in REGISTRY enhanced 
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09 


CA/CAplus records now contain indexing from 1907 to the 










present 
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14 
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New current-awareness alert (SDI) frequency in 








WPIDS/WPINDEX/WPIX 
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15 
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RDISCLOSURE now available on STN 


NEWS 


16 
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Pharmacokinetic information and systematic chemical names 










added to PHAR 
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17 


May 


15 


MEDLINE file segment of TOXCENTER reloaded 


NEWS 


18 
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15 


Supporter information for ENCOMPPAT and ENCOMPLIT updated 


NEWS 


19 
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19 


Simultaneous left and right truncation added to WSCA 


NEWS 


20 
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19 


RAPRA enhanced with new search field, simultaneous left and 










right truncation 
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21 
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06 


Simultaneous left and right truncation added to CBNB 


NEWS 


22 
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06 


PASCAL enhanced with additional data 
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23 
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20 


2003 edition of the FSTA Thesaurus is now available 


NEWS 


24 
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25 


HSDB has been reloaded 


NEWS 


25 


Jul 


16 


Data from 1960-1976 added to RDISCLOSURE 


NEWS 


26 


Jul 


21 


Identification of STN records implemented 


NEWS 
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21 


Polymer class term count added to REGISTRY 


NEWS 


28 
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22 


INPADOC: Basic index (/BI) enhanced; Simultaneous Left and 










Right Truncation available 


NEWS 


29 
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New pricing for EUROPATFULL and PCTFULL effective 










August 1, 2003 


NEWS 


30 


AUG 


13 


Field Availability (/FA) field enhanced in BEILSTEIN 
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31 


AUG 


15 


PATDPAFULL: one FREE connect hour, per account, in 










September 2003 
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32 
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PCTGEN: one FREE connect hour, per account, in 
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33 
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RDISCLOSURE: one FREE connect hour, per account, in 










September 2003 
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34 
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TEMA: one FREE connect hour, per account, in 










September 2003 
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35 
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18 


Data available for download as a PDF in RDISCLOSURE 


NEWS 


36 


AUG 


18 


Simultaneous left and right truncation added to PASCAL 



NEWS 37 AUG 18 FROSTI and KOSMET enhanced with Simultaneous Left and Right 
Truncation 

NEWS 38 AUG 18 Simultaneous left and right truncation added to ANABSTR 



NEWS EXPRESS April 4 CURRENT WINDOWS VERSION IS V6.01a, CURRENT 
MACINTOSH VERSION IS V6.0b(ENG) AND V6.0Jb(JP), 
AND CURRENT DISCOVER FILE IS DATED 01 APRIL 2003 

NEWS HOURS STN Operating Hours Plus Help Desk Availability 

NEWS INTER General Internet Information 

NEWS LOGIN Welcome Banner and News Items 

NEWS PHONE Direct Dial and Telecommunication Network Access to STN 
NEWS WWW CAS World Wide Web Site (general information) 



Enter NEWS followed by the item number or name to see news on that 
specific topic. 

All use of STN is subject to the provisions of the STN Customer 
agreement. Please note that this agreement, limits use to scientific 
research. Use for software development or design or implementation 
of commercial gateways or other similar uses is prohibited and may 
result in loss of user privileges and other penalties. 

+ + * + + STN Columbus *************** 



FILE 'HOME' ENTERED AT 16:53:38 ON 14 SEP 2003 



=> file medline biosis scisearch cancerlit lifesci biotechds caplus 

COST IN U.S.' DOLLARS SINCE FILE TOTAL 

ENTRY SESSION 

FULL ESTIMATED COST 0.21 0.21 



FILE 'MEDLINE* ENTERED AT 16:54:13 ON 14 SEP 2003 



FILE 'BIOSIS' ENTERED AT 16:54:13 ON 14 SEP 2003 
COPYRIGHT (C) 2003 BIOLOGICAL ABSTRACTS INC. (R) 

FILE 'SCISEARCH' ENTERED AT 16:54:13 ON 14 SEP 2003 
COPYRIGHT 2003 THOMSON ISI 

FILE 'CANCERLIT' ENTERED AT 16:54:13 ON 14 SEP 2003 

FILE 'LIFESCI' ENTERED AT 16:54:13 ON 14 SEP 2003 
COPYRIGHT (C) 2003 Cambridge Scientific Abstracts (CSA) 



FILE 'BIOTECHDS' ENTERED AT 16:54:13 ON 14 SEP 2003 

COPYRIGHT (C) 2003 THOMSON DERWENT AND INSTITUTE FOR SCIENTIFIC INFORMATION 



FILE 'CAPLUS' ENTERED AT 16:54:13 ON 14 SEP 2003 

USE IS SUBJECT TO THE TERMS OF YOUR STN CUSTOMER AGREEMENT. 

PLEASE SEE "HELP USAGETERMS" FOR DETAILS. 

COPYRIGHT (C) 2003 AMERICAN CHEMICAL SOCIETY (ACS) 



=> 

-> pctfull uspatfull europatfull 
PCTFULL IS NOT A RECOGNIZED COMMAND 

The previous command name entered was not recognized by the system. 
For a list of commands available to you in the current file, enter 
"HELP COMMANDS" at an arrow prompt (=>) . 



=> file pctfull uspatfull europatfull 
COST IN U.S. DOLLARS 



SINCE FILE TOTAL 
ENTRY SESSION 



FULL ESTIMATED COST 



42.47 42.68 



FILE ' PCTFULL ' ENTERED AT 17:24:17 ON 14 SEP 2003 
COPYRIGHT (C) 2003 Univentio 

FILE 1 US PAT FULL ' ENTERED AT 17:24:17 ON 14 SEP 2003 

CA INDEXING COPYRIGHT (C) 2003 AMERICAN CHEMICAL SOCIETY (ACS) 

FILE ' EURO PAT FULL ' ENTERED AT 17:24:17 ON 14 SEP 2003 
COPYRIGHT {c) 2003 WILA Verlag Muenchen (WILA) 

=> s {nk or (natural (w) killer) ) (w) cell# 

LI 11572 (NK OR (NATURAL (W) KILLER) ) (W) CELL# 

=> s heat (w) shock (w) protein# or hsp### 

L2 14866 HEAT (W) SHOCK (W) PROTEIN# OR HSP### 



=> s soluble (5a) 12 

L3 126 SOLUBLE (5A) L2 

=> s 11 and 13 

L4 20 LI AND L3 



=> d ibib tot 
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DE- IMMUNIZED ( POLY) PEPTIDE CONSTRUCTS 
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ZOCHER, Marcel, Friedrich-Heckerstr. 34, D-79539 
Loerrach, DE [DE, DE] ; 

DREIER, Torsten, Johann-Clanze-Strasse 39, D-81369 
Muenchen, DE [DE, DE] ; 

BAeUERLE, Patrick, Waldpromenade 18C, D-82131 Gauting, 
DE [DE, DE] 

MICROMET AG, Staff elseestrasse 2, D-81477 Muenchen, DE 
[DE, DE] , for all designates States except US; 
ZOCHER, Marcel, Friedrich-Heckerstr. 34, D-79539 
Loerrach, DE [DE, DE] , for US only; 

DREIER, Torsten, Johann-Clanze-Strasse 39, D-81369 
Muenchen, DE [DE, DE] , for US only; 

BAeUERLE, Patrick, Waldpromenade 18C, D-82131 Gauting, 
DE [DE, DE] , for US only 

VOSSIUS & PARTNER$ , Siebertsrasse 4, D-81765 Muenchen$, 
DE 
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WO 2003-EP1389 A 20030212 

EP 2002-02003332.0 20020213 
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PCTFULL COPYRIGHT 2003 Univentio on STN 
2003042661 PCTFULL ED 20030530, EW 200321 
METHODS OF DIAGNOSIS OF CANCER, COMPOSITIONS AND 
METHODS OF SCREENING FOR MODULATORS OF CANCER 
METHODES DE DIAGNOSTIC DU CANCER, COMPOSITIONS ET 
METHODES DE CRIBLAGE DES MODULATEURS DU CANCER 
AFAR, Daniel, 435 Visitacion Avenue, Brisbane, CA 
94005, US [CA, US] ; 

AZIZ, Natasha, 411 California Avenue, Palo Alto, CA 
94306, US [US, US] ; 

GINSBURG, Wendy, M., 655 Page Street, San Francisco, C 
94117, US [US, US] ; 

GISH, Kurt, C, 37 Artuna Avenue, Piedmont, CA 94611, 
US [US, US] ; 
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MURRAY, Richard, 22643 Woodridge Court, Cupertino, CA 
95014, US [US, US] ; 
WATSON, Susan, R. , 
94530, US [GB, US] 

WILSON, Keith, E., 219 Jeter Street, Redwood City, CA 
94062, US [US, US] 
ZLOTNIK, Albert 
US [US, US] 

EOS BIOTECHNOLOGY, INC., 22 5A Gateway Boulevard, South 
San Francisco, CA 94080, US [US, US], for all 
designates States except US; 

AFAR, Daniel, 435 Visitacion Avenue, Brisbane, CA 
94005, US [CA, US] , for US only; 

AZIZ, Natasha, 411 California Avenue, Palo Alto, CA 
94306, US [US, US], for US only; 

GINSBURG, Wendy, M., 655 Page Street, San Francisco, CA 
94117, US [US, US], for US only; 

GISH, Kurt, C, 37 Artuna Avenue, Piedmont, CA 94611, 
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GLYNNE, Richard, 2691 Palomino Circle, La Jolla, CA 
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A., 1360 11th Avenue, San Francisco, CA 
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MURRAY, Richard, 22643 Woodridge Court, Cupertino, CA 
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R. , 805 Balra Drive, El Cerrito, CA 
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US 2001-60/350,666 
US 2001-60/332,464 
US 2001-60/334,393 
US 2001-60/335,394 
US 2001-60/340,376 
US 2002-60/347,211 
US 2002-60/347,349 
US 2002-60/347,349 
US 2002-60/356,714 
US 2002-60/359,077 
US 2002-60/368,809 
US 2002-60/370,110 
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PROCEDES DE DIAGNOSTIC DU CANCER, COMPOSITIONS ET 
PROCEDES DE CRIBLAGE DE MODULATEURS DU CANCER 
AFAR, Daniel, 435 Visitacion Avenue, Brisbane, CA 
94005, US [CA, US] ; 

AZIZ, Natasha, 411 California Avenue, Palo Alto, CA 
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GISH, Kurt, C, 37 Artuna Avenue, Piedmont, CA 94611, 
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WILSON, Keith, E., 219 Jeter Street, Redwood City, CA 
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ZLOTNIK, Albert, 507 Alger Drive, Palo Alto, CA 94306, 
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EOS BIOTECHNOLOGY, INC., 22 5A Gateway, Boulevard, South 
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PCTFULL COPYRIGHT 2003 Univentio on STN 
2002034205 PCTFULL ED 20020515 EW 200218 
USING HEAT SHOCK PROTEINS TO INCREASE IMMUNE RESPONSE 
UTILISATION DES PROTEINES DU STRESS POUR STIMULER LA 
REPONSE IMMUNITAI RE 

SRIVASTAVA, Pramod, K. , 70 Pheasent Run, Avon, CT 
06001, US 

UNIVERSITY OF CONNECTICUT HEALTH CENTER, 263 Farmington 

Avenue, Farmington, CT 06030, US [US, US] 

ANTLER, Adriane, M.$, Pennie & Edmonds LLP, 1155 Avenue 

of the Americas, New York, NY 10036$, US 

English 

English 

Patent 
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WO 2002034205 



KIND DATE 
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Muenchen-Pullach, DE [DE, DE] ; 

BAeUERLE, Patrick, Vogelsangstr . 13A, 82152 Gauting, DE 
[DE, DE] ; 
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States except US; 
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BAeUERLE, Patrick, Vogelsangstr. 13A, 82152 Gauting, DE 
[DE, DE] , for US only; 

DREIER, Torsten, Johann-Clanze-Str. 39, 81369 Muenchen, 
DE [DE, DE] , for US only 
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The present invention provides a human serine protease precursor ( 
HSPP) and polynucleotides which encode HSPP. The 

invention also provides expression vectors, host cells, agonists, 
antisense molecules, antibodies, or antagonists. The invention also 
provides methods for treating disorders associated with expression of 
HSPP. 

A series of six SP have been identified in murine cytotoxic 
T-lymphocytes (CTL) and natural killer (NK) cells. 
These SP are involved with CTL and NK cells in the 

destruction of virally transformed cells and tumor cells and in organ 
and tissue transplant rejection (Zunino, S. J.. 

FIGS. 2A and 2B show the amino acid sequence alignments between HSPP 
(SEQ ID NO:l), the rat natural killer cell 

protease-1 precursor, RNKP-1 (GI 206690; SEQ ID NO:3), and a human 
serine esterase from cytotoxic T lymphocytes, SECT (GI 306682;. 
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AB Heat shock proteins (HSP) have been defined as immunodominant, although 
most of them are highly conserved and ubiquitously distributed. Members 

of 

the 60, 70 and 90 kDa HSP families are involved in important aspects of 
viral and bacterial infections, in autoimmune diseases and in cancer 
immunity. HSP act as immunological target structures either by themselves 
because of an unusual expression pattern, or they are carrier proteins 



for 



immunogenic peptides. In addition to a classical major histocompatibility 
complex (MHC) restricted T cell response, a major contribution in the 
recognition of heat shock proteins has been shown for non-MHC restricted 
effector cells including gamma/delta TcR positive T lymphocytes and 
natural killer (NK) cells. 
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AB NK cell clones obtained from three different donors 

were tested for their ability to present soluble proteins to Ag-specific 

T 

cell clones. All NK clones were CD2+CD3-CD56+, whereas the expression of 
CD16 varied from clone to clone. The NK cell clones 

were able to process and present tetanus toxoid (TT) to TT-specific T 



cell 



clones in a class II HLA restricted manner. The capacity of NK 

cell clones to function as APC was also observed using the house 

dust mite allergen Der p I and the Der p I-derived peptide Val89-Cysll7 . 

As with EBV-trans formed B cell line, NK cell clones 

could present the peptide 3-13 derived from the 65-kDa heat 

shock protein of Mycobacterium leprae, but they were 

unable to present the whole M. leprae Ag . Freshly isolated NK 

cells, I L- 2 -activated NK cells, and 

NK cell lines expanded in vitro could also process and 
present TT . The ability of the different NK populations to act as 
accessory cells correlated with their levels of class II HLA expression. 
These data demonstrate that NK cell clones can 

efficiently function as APC, however they may be restricted in the types 
of Ag that they can process. 
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AB Perforin is a cytoplasmic granule protein expressed in cytotoxic 

lymphocytes, and is capable of lysing target cells. This protein is 
induced as cytotoxic T cells are activated, and the mRNA 
expression is modulated by various stimulators. These observations 
suggest 

possible changes in the level of perforin transcripts and protein when 
killer lymphocytes meet specific target cells leading to target cell 
death. To address this question, we examined three murine T-cell clones 
and primary human NK cells in perforin expression. 
When the cytotoxic lymphocytes were exposed to sensitive targets, 
perforin 

mRNA disappeared within 5 to 30 min and appeared within an hour 
thereafter. Among the murine T cell clones, L3 and OE4 showed two phases 
of mRNA decrease while human NK cells and the third 

murine T cell clone, AB.l, showed only one phase of mRNA loss during a 

240 

min period. The data indicate that when cytotoxic lymphocytes receive 
signals from a sensitive target, the cells rapidly degrade previously 
accumulated perforin mRNA and synthesize new transcripts. Interestingly, 
heat shock protein 70 mRNA was induced as the 

perforin mRNA levels recovered, while P55 11-2 receptor mRNA was 
downregulated within 5 min after exposure to targets. The perforin 
protein 

level also rapidly decreased immediately after the interaction with the 
target, followed by a recovery, and then another decrease as seen in 
primary human NK cells, OE4 and L3 cells. However, in 

the AB.l clone, no change in perforin content was detectable, despite the 
loss of perforin mRNA. (ABSTRACT TRUNCATED AT 250 WORDS) 
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AB We previously investigated a novel heat-inducible transformation- 
associated cell surface Ag that is expressed on the activated 
H-ras oncogene-transf ormed rat fibrosarcoma W31, but not its parental 
nontrans formed fibroblast WFB. This Ag was detected by mAb 067. Herein, 

we 

characterized the molecular nature of the Ag by using anti-heat 
shock protein (HSP) mAb. The accumulated data 

indicated that the cell surface expression of Ag was clearly enhanced by 
several stressors, such as TNF, L-azetidine-2-carboxylic acid, and sodium 
arsenite. The immunoprecipitate made with mAb 067 and W31 cell lysates 
reacted with anti-rat 70 kDa heat shock cognate (HSC) mAb, TG5E, 
.indicating that 067-defined Ag may be a rat 70 kDa HSC. Because this Ag 
seemed to be one of the transformation-associated Ag of WFB, we further 
studied whether it could play an important role in the host's anti-tumor 
immunity. Peripheral T cells of rats primed with live BCG showed 
cytotoxicity to W31 but not to WFB. Because the possibility existed that 
HSP may interact with certain populations of T cells, we focused 
on the reactivity of CD4-CD8- double negative T (DNT) cells against 
067-defined molecule. DNT cells from spleen and PBL of live BCG-primed 
rats showed the cytotoxicity against W31 cells. This cytotoxicity was 
completely blocked by mAb 067 and anti-CD3 mAb. However, it was not 
blocked by mAb R48B1 and 109, which detect the MHC class I nonpolymorphic 
determinant and a target molecule of the cytolysis by poly I:C-induced 
NK cells, respectively. Furthermore, brefeldin A was 

able to block the cytotoxicity against W31 targets by DNT cells, but not 
by NK cells. These data suggest that 70 kDa HSC may be 

a tumor Ag and may act as a presenting molecule perhaps complexed with 
cellular peptides to certain DNT cells. 
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AB The nonadaptive immune response characterized by non-MHC-restricted 

cytotoxic effectors appears to play a significant role in host cellular 
immunity against both infectious diseases and tumors. It is possible that 
cytotoxic responsiveness of these effectors to 'altered' tumor cells also 
implies a capacity to induce the effector population. A systematic 
examination of different tumor cell lines did demonstrate a differential 
ability of tumor cell lines to induce effectors both NK 
cells and gamma f delta T cells. The properties and characteristics 
which made tumor cell lines into effective inducers were examined as well 
as the nature of the effector populations. Lymphoblastoid B cell lines 
(LBL) were the most effective inducers of non-MHC restricted killer cell 
activity as they induced enhanced levels of cytotoxic activity and 
stimulated proliferative responses in the responder population. Different 
LBL alone or in conjunction with IL-2 were able to stimulate non-MHC 
restricted cytotoxic activity in NK cells, gamma, delta 

and alpha, beta T cells. The phenotype(s) which was induced was dependent 
on the specific LBL used in the induction system as well as the presence 
of IL-2. The presence of Epstein-Barr virus (EBV) infection was found to 
significantly enhance LBL cytotoxic and proliferation inductive capacity 
as well as the proportion of CD16+ cells. Studies using EBV+ and EBV- LBL 
suggested that at least two parameters were involved in the EBV+ LBL 
induction process, the presence of a stimulating antigen on the LBL which 
specifically stimulates CD16+ cells and a second element which results in 
the induction of IL-2. Neither parameter was sufficient alone. Consistent 
with the hypothesis that a LBL cell surface molecule was involved in the 
induction was the observations that cellular contact was found to be 
essential. As well antibodies to 3 classes of adhesion molecules (CD2, 
CD18, and CD29) were found to inhibit LBL induction of non-MHC restricted 
killer cell activity. Two LBL, RPMI 822 6 and Daudi were found to be 
potent 

inducers of Vgamma9 expressing T cells. This inductive capacity was not a 
general property of LBL nor did it relate to the presence of EBV nor to 
the tumor type of the B cell line. RPMI 8226 induced a population of 
gamma, delta T cells which were heterogeneous in terms of their cell 
surface markers, patterns of proliferation and cytotoxic responses. A 
member of the groEL HSP family (HSP 58) has been 

suggested as the inducing molecule in Daudi cells. Although anti- 
HSP 58 was inhibitory to gamma, delta T cell induction by RPMI 
8226, Daudi and mycobacterial products evidence is presented which 
suggests this may not be a specific effect. Collectively, the results 
suggest that some LBL cell surface stimulus can induce an 
activation and expansion of non-MHC restricted killer cells. In 



the present studies the expansion of CD16+ and gamma, delta TCR+ effectors 
were examined. This inductive ability of LBL appears to relate in part to 
viral infection and in part to the phenotypic properties of the inducer. 
The nature of the stimulus is still unclear at this time but these 
results 

do suggest that there is a clear distinction between target 
susceptibility 

and inductive capacity. {Abstract shortened by UMI . ) (Full text available 
from University Microfilms International, Ann Arbor, MI, as Order No. 
AADNN-85917) 
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AB Alkyl-lysophospholipids (ALP) are a group of anti-cancer compounds tha t 

have previously been shown to have the unique feature of being 
selectively 

toxic to neoplastic tissues. Because alkyl-lysophospholipids target the 
cell membrane as their site of action, our aim was to analyse the 
immunological effects of a nonlethal ALP treatment on leukemic K562 
cells . 

In this in vitro study we used ET-18-OCH3, one of the most potent ALP 
derivatives, at different concentrations ranging from 25 up to 100 
microgram/ml . By measurement of cell viability and of apoptosis, we 
determined a concentration of 25 microgram/ml ET-18-OCH3 and an 
incubation 

period of 2 hr as nonlethal for K562 cells; higher concentrations 
markedly 

reduced cell viability and led to induction of apoptosis. Similar to the 
effects induced by nonlethal heat shock, a nontoxic ET-18-OCH3 treatment 
led to a significant increase in the sensitivity of K562 cells to lysis 



by 



interleukin-2 (IL-2) stimulated natural killer (NK) 
cells. With respect to these results, we investigated the 
influence of nonlethal ALP treatment on the cell surface expression 
patterns and compared it to the results obtained with nonlethal heat 
shock. ALP treatment does not induce major histocompatibility complex 
(MHC) expression; however, a significant increase in the cell surface 
expression of HSP72 was shown by immunoblot analysis of membrane 
lysates of either untreated or ET-18-OCH3 treated K562 cells. The 
increased sensitivity of ET-18-OCH3 treated K562 cells to lysis by 
NK cells could be correlated with the elevated cell 
surface expression of HSP72 • 



L6 ANSWER 9 OF 24 
ACCESSION NUMBER: 
DOCUMENT NUMBER: 
TITLE: 



AUTHOR: 

P; 

CORPORATE SOURCE: 
94025, 



MEDLINE DUPLICATE 5 

1998052205 MEDLINE 
98052205 PubMed ID: 9392312 

Immunosuppression by D-isomers of HLA class I heavy chain 
(amino acid 75 to 84) -derived peptides is independent of 
binding to HSC70. 

Woo J; Iyer S; Cornejo M C; Gao L; Cuturi C; Soulillou J 
Buelow R 

SangStat Medical Corporation, Menlo Park, California 



SOURCE: 

PUB. COUNTRY: 
DOCUMENT TYPE: 
LANGUAGE : 
FILE SEGMENT: 
ENTRY MONTH: 
ENTRY DATE: 



AB 



but 



USA. 

TRANSPLANTATION, (1997 Nov 27) 64 (10) 1460-7. 
Journal code: 0132144. ISSN: 0041-1337. 
United States 

Journal; Article; (JOURNAL ARTICLE) 
English 

Priority Journals 
199712 

Entered STN: 19980116 
Last Updated on STN: 19980116 
Entered Medline: 19971230 
BACKGROUND: Peptides derived from the class I heavy chain were shown to 
modulate immune responses in vitro and in vivo. A peptide derived from 
HLA-B2702 (2702.75-84) inhibited differentiation of cytotoxic T cells as 
well as T cell and natural killer cell 

-mediated cytotoxicity in vitro, Peptide-mediated immunomodulation seemed 
to be independent of the MHC proteins expressed by responder and 
stimulator cells. In vivo studies in rodents demonstrated prolongation of 
heart and skin allograft survival after peptide therapy. Here, the 
correlation between the peptide's biological activity and its amino acid 
sequence was analyzed using peptides derived from amino acid 75-84 of 
several mouse, rat, and human MHC class I proteins as well as peptides 
with single amino acid substitutions in the 2702.75-84 sequence. METHODS: 
Peptides consisting of both L- and D-amino acids were tested for 
inhibition of murine and human T cell-mediated and lymphokine- 
activated killer cell-mediated cytotoxicity, binding to hsc70, and 
prolongation of heart allograft survival in vivo. RESULTS: Replacement of 
glutamic acid residue (E) at position 75 with valine (V) resulted in a 
peptide [ 27 02 . 75-84 ( E>V) ] with increased in vitro and in vivo activity 



unchanged affinity for hsc70. Surprisingly, both L- and D-isomers of 
2702.75-84 and 2702 . 75-84 { E>V) inhibited cytotoxic cells in vitro and 
prolonged heart allograft survival in vivo. However, as expected, the 
peptides consisting of D-amino acids did not bind to hsc70. CONCLUSION: 
Assuming that both D- and L-isomers modulate immune responses by similar 
mechanisms, these results suggest that the peptides' effect is 
independent 

of binding to hsc70. 
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AB The close association of heat shock protein 

(HSP) , haemopoietic histocompatibility (Hh) , major 

histocompatibility complex (MHC) , and complement genes on the same 
chromosomal region, and the fact that all these genes are inherited on 

the 

whole in each haplotype of an individual, might indicate some 
evolutionary 

and functional correlations among them. Several data suggest for 
HSP70 molecules a possible role as a molecular target recognizable 
by natural killer (NK) cells. HSP70 

sequences from both prokaryotic and eukaryotic organisms reveal that 

about 

half of the amino acid residues are identical and many of the remaining 
residues are similar. I here assume that NK reactivity might start, early 
in the immunogenesis process, as a effect of the interaction between 
HSP70 molecules and a hypothetical HSP receptor of yet 
immature non-cytolytic NK cells. To this receptor, an 
HSP molecule might act as an activator or an inhibitor 

depending on whether its amino acid residues are reactive or not with it, 
respectively. Later in the immunogenesis process, murine Hh or human 
equivalent molecules, dominantly expressed in bone marrow target cells, 
might select the non-reactive NK clones of an individual, inducing them 



to 



the 



mature and express a lytic machinery. As a consequence of the NK 
maturation, proliferating hemopoietic target cells expressing only or 
mainly activator HSPs on their surface might undergo 

NK cytolysis. This might explain the NK lysis of apparently normal cells 
found in human foetal marrow; moreover, this might explain in some way 

Fl hybrid resistance phenomenon. The NK reactivity of an individual would 
be further modulated by the expression on the NK surface of particular 
receptors (CD94, p58) specific for defined MHC molecules (Cwl, Cw3, Bw6, 
B7) on the target cells. Such a specific interaction would induce an 1 NK 
effector inhibition*. The NK reactivity mechanism might have been further 
evolutionarily modified and adapted by the involvement of other NK 



receptors, such as CDllb (specific for the C3b factor of the complement) 
and CD16 (specific for the IgG Fc piece) .Cooperation among HSP, 
MHC, CDllb, CD16, C3b and Fc allows us to propose original models of the 
activation and cytolysis mechanisms in the NK cytotoxicity and 
antibody-dependent cell cytotoxicity phenomena. 
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AB Previous in vitro studies of sarcoma and normal cell lines exposed to 
41,8 

degrees C (x 60 min) demonstrated selective increased expression of 
members of the heat shock protein ( 

HSP) family 70 on the cell surface of the sarcoma cells only. One 
implication of these data relates to the clinical application of 
targeting 

a stress-inducible, tumor-specific immune response. We therefore elected 
to measure immune response parameters {i.e., serum antibodies against 
HSP70i, 60, and 27) in six patients with sarcoma using a Western blot 
technique. These study patients received one to four successive 41.8 
degrees C whole-body hyperthermia (WBH) x 60-min treatments (given every 

3 

weeks) . We also tested the serum of 10 untreated healthy control subjects 

for the same parameters. In all patients, baseline HSP antibody 

levels were detectable; in no case did WBH result in an increase in 

HSP antibodies. The serum of one patient with sarcoma demonstrated 

a strong nonf luctuating reaction against HSP27 before and after 

WBH that had no obvious correlation; this was not observed in the sera of 

the control subjects. This study suggests that WBH does not induce a 

B-cell response to HSP family 70 antigens; these data, however, 

do not exclude the possibility of NK cell 

activation due to HSP antigen presentation. 
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AB Traditionally, heat shock proteins (HSPs) are believed to be located 

intracellular^, where they perform a variety of chaperoning functions. 
Recently, evidence has accumulated that some tumor cells express HSPs on 
the cell surface. The present study confirms this finding and correlates 
HSP72 cell surface expression, induced by nonlethal heat shock, 
with an increased sensitivity to interleukin-2-stimulated CD3-natural 
killer (NK) cells. After nonlethal heat shock, a 

monoclonal antibody directed against the major heat-inducible 72-kD HSP ( 
HSP72) stains the cell surface of sarcoma cells (ie, Ewing's 
sarcoma cells or osteosarcoma cells) but not that of normal cells (ie, 
peripheral blood lymphocytes, fibroblasts, phytohemagglutin-stimulated 
blasts, B-lymphoblastoid cell lines) or of mammary carcinoma cell line 
MX-1 carcinoma cells. In this study, we show for the first time a 
correlation of HSP72 cell surface expression with an increased 
susceptibility to lysis by NK effector cells. This finding is supported 

by 

the following points: (1) HLA-disparate effector cells show similar, 
elevated lysis of HSP72+ heat-treated sarcoma cells; (2) CD (3-) 
NK cells, but not CD3+ cytotoxic T lymphocytes, are 

responsible for the recognition of heat-shocked sarcoma cells; (3) by 
antibody-blocking studies, an immunogenic HSP72 determinant, 
which is expressed selectively on the cell surface of heat-treated 
sarcoma 

cells could be correlated with NK recognition; (4) the reported 
phenomenon 

is independent of a heat-induced, transient downregulation of major 
histocompatibility complex (MHC) class-I expression; and (5) blocking of 
MHC class-I-restricted recognition, using either MHC class-I-specif ic 
monoclonal antibody W6/32 on the target cells or alpha/beta T-cell 
receptor monoclonal antibody WT31 on effector cells, also has no 
inhibitory effect on the lysis of HSP72+ tumor cells. Finally, 
our in vitro data might have further clinical implications with respect 

to 

HSP72 as a stress-inducible, sarcoma-specific NK recognition 
structure . 
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AB The cell-surface expression patterns of major histocompatibility complex 
(MHC) class I, class II and heat-shock protein 
72 (HSP72) molecules were measured on human lung (LX-1) 

and mammary (MX-1) carcinoma cells. No major differences were found in 



the 



MHC cell-surface expression pattern of both cell lines. However, they 
differ significantly in their capacity to express HSP72 on their 
cell surface. Under physiological conditions LX-1 cells express 
HSP72 molecules on more than 90% of the cells, whereas MX-1 cells 
exhibit no significant HSP72 cell-surface expression (less than 
5%) . These expression patterns remained stable in all further cell 
passages tested. The sensitivity to lysis mediated by an interleukin-2 
( IL-2 ) -stimulated, adherent natural killer (NK) cell 

population could be correlated with the amount of cell-surface-expressed 

HSP72 molecules. By antibody-blocking studies, using HSP72 

-specific monoclonal antibody (mAb) , a strong inhibition of lysis was 

only 

found with LX-1 cells but not with MX-1 cells. In contrast to the 
cell-surface expression, the cytoplasmic amount of HSP72 in MX-1 
cells was twice as high compared to LX-1 cells under physiological 
conditions. After nonlethal heat-shock the rate of induction and the 

total 

cytoplasmic amounts of HSP72 were comparable in both cell lines. 
The clonogenic cell viability of LX-1 cells after incubation at 
temperatures ranging from 41 degrees C to 44 degrees C was significantly 
elevated compared to that of MX-1 cells. In conclusion we state the 
following: (i) HSP72 cell-surface expression on human carcinoma 
cells is independent of the cytoplasmic amount of HSP72; (ii) 
the cell-surface expression of HSP72 is associated with an 
increased sensitivity of tumor cells to lysis mediated by an 
IL-2-stimulated, adherent NK cell population; (iii) 
thermoresistance is not related to the cytoplasmic HSP72 level 
but might be related to the amount of HSP72 expressed on the 
cell surface. 
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Noncytotoxic alkyl-lysophospholipid treatment increases 
sensitivity of leukemic K562 cells to lysis by natural 
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AB Alkyl-lysophospholipids (ALP) are a group of anti-cancer compounds that 

have previously been shown to have the unique feature of being 
selectively 

toxic to neoplastic tissues. Because alkyl-lysophospholipids target the 
cell membrane as their site of action, our aim was to analyse the 
immunological effects of a nonlethal ALP treatment on leukemic K562 
cells . 

In this in vitro study we used ET-18-OCH-3, one of the most potent ALP 
derivatives, at different concentrations ranging from 25 up to 100 
mu-g/ml. By measurement of cell viability and of apoptosis, we determined 
a concentration of 25 mu-g/ml ET-18-OCH-3 and an incubation period of 2 

as nonlethal for K562 cells; higher concentrations markedly reduced cell 
viability and led to induction of apoptosis. Similar to the effects 
induced by nonlethal heat shock, a nontoxic ET-18-OCH-3 treatment led to 



hr 



significant increase 
interleukin-2 (IL-2) 



in the sensitivity of K562 cells to lysis by 
stimulated natural killer (NK) 
cells. With respect to these results, we investigated the 
influence of nonlethal ALP treatment on the cell surface expression 
patterns and compared it to the results obtained with nonlethal heat 
shock. ALP treatment does not induce major histocompatibility complex 
(MHC) expression; however, a significant increase in the cell surface 
expression of HSP72 was shown by immunoblot analysis of membrane 
lysates of either untreated or ET-18-OCH-3 treated K562 cells. The 
increased sensitivity of ET-18-OCH-3 treated K562 cells to lysis by 
NK cells could be correlated with the elevated cell 
surface expression of HSP72 . 
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Heat shock protein 

72 (HSP72) , a hyperthermia-inducible 

immunogenic determinant on leukemic K562 and Ewing's 
sarcoma cells 
Multhoff, G. 

Inst. Klinische Haematologie, Munich, 
International Journal of Hyperthermia 
J, 13(1), 39-48 

CODEN: IJHYEQ; ISSN: 0265-6736 
Taylor & Francis 
Journal 
English 

Following non-lethal heat stress { 41 . cntdot . 7 . degree . C) and 
period at 37. degree. Cm the inducible 72 kDa HSP (HSP72) is 
detectable selectively on the cell surface of human Ewing's Sarcoma (ES) 
and of leukemic K562 cells but not on EBV transformed B cells (B-LCL) 
which we generated from PBL of healthy human volunteers. The 
HSP72 expression was measured by f low-cytometric anal, using a 
monoclonal antibody (moAb) that specifically recognizes HSP72, 
the inducible form of the HSP70 group. The major 

histocompatibility complex (MHC) class I expression, detected with the 
moAb W6/32 was not affected by non-lethal heat exposure and a recovery 
period at 37. degree. C for 12 h: ES cells express MHC class I mols. on 
about 80% of the cells; K562 cells exhibited no MHC class I expression 
neither before nor after heat shock. Inhibition of RNA- ( actinomycin D) 
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recover 



protein-synthesis ( cycloheximide ) prior to heat treatment completely 

inhibits the expression of HSP72 on the cell surface of both 

tumor cells, thus indicating that de novo protein synthesis is required 

for HSP72 cell surface expression. Since, apart from 

HSP72, protein synthesis in general is down-modulated by heat 

shock we speculate that HSP72 mols. that are expressed on the 

cell surface of tumor cells might be recruited from newly synthesized 

proteins. The heat-inducible HSP72 cell surface expression on 

tumor cells could be correlated with an increased sensitivity of leukemic 

and sarcoma cells to lysis mediated by NK effector cells. The results of 

cold target inhibition assays revealed that histol. different tumor cells 

(sarcoma and leukemic cells) that we exposed to non-lethal temps, have to 

share a similar if not identical HSP72 immunogenic determinant. 



